(i9>B*s#f¥Jt (jp) 02) & ^ ^ f}p & (a) (ummms^m^ 

#£¥10-505578 

(43)&SB ¥^10^(1998)6^2 0 



MME* F I 

ADD A6 1K 31/70 ADD 

ABE ABE 

ACS ACS 

ADR ADR 

C0 7H 19/06 





ftMF8 -503935 


(7DHSA 




(86) (22)fflKB 


¥j£7^(1995)6fl30B 






(85)«IRX1SffiB 


¥dt9¥(1997) 1E6B 




7^>J*^*S >U-7>H 20852. 


(86)H»tiiH## 


PCT/US 9 5/0 8 2 5 9 






(87)BW^ia## 


W09 6/0 1 1 1 5 




XHJ-f* 1530 


(87)BR£tBIB 


¥f£8#(1996) 1/J18 B 






(31)«fttfcSB#^ 


2 6 6, 8 9 7 






(32)ftft0 


1994*7 M 1 B 




7*l);*j£*ffl *'J-5>F 20854, 




#H (US) 




n-H 8811 


(8i)jt£H 


EP(AT, BE, CH, DE, 


(74)ftSA 


#a± III* 


DK, ES, FR, 


GB, GR, IE, IT, LU, M 






C, NL, PT, SE), AU. CA, CN, JP, K 






R, MX 















(54) [36w©*«;] ±^m.m^rm&mmo9mo>ftit><D^)^>^^u^mm#- 



(51)IntCl.' 
A 6 1 K 31/70 



II CO 7H 19/06 



(57) [Sift] 

i»*X*U5— tf'OfcK*-. fc&tflc«]fii£i:fc 



(2) %m\ 0-5 0 5 5 7 8 

? * u^-f- FtulEf*^\ ^U^X *v?yWL, &ZhHtVV>>y. 

3. a) 7)ln-7^ 

b) vvsityytzuttmmfa tt&mtifflao 

5 . miWif&W 5 % -X£-at?7j<M"e& 5 > IM« 3 KiH«©ffl$ 

*«3^fe«cDm»o 

-r§(f?Lii[iWc, ^U^X ^f-v>>> ^-Df-y^ fcSWitfU^X 
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i/**Jy. ^Ui;y4oJ;tf*n^-yg6ffi(orotate)07'>;l/ 
0§#tt£#tyfc?U KffiKfts fc<fctf cnSOft^O^SStofc 

- (mediater) fcltft ZmV®(0mm i &ZM&? Z> C fctf?#3o 

Jffi14JSg}££S¥J (SIRS) fcf ns J£^^©^€® 1 MT*fe o , c nti 
£) cDcfc9^SM»^O»f*(DSJST^0 ; S I RS tiSfc, ^7 ABB 
5t£<DS I RS«, tl^^^O^M^Oli^^-ri)^ XVK 
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^^tfe5aii«t§i:fc[ill^§o ^^-n^f+y- i©£? 
-HfflJS (Kupffer cells) 0ffKk:#£<DV^n:7:P-v ? ) ^J^ffi©*^:/© 

tnf) ^t>Vy^-n^y-i (i l — i ) t*&So ffifc&iM^iSteffc; 

»1t^Sfc«^^;l/XtW , rsB5ffliU:fcv^TSS?feSo 05*^ TNF left 
t^^ii, (xy Fh+^y^cfcDI^Ig^n^TNFtD^^r^^^^y 

SrtSWEF&a&^fcWUfS (Havel K I. Immunol. , 1987, 139:4225-4231 ; Echt 
enacher^, J .Immunol. , 1990 145: 3762=3766) 0 COi 5 fc, ife^ttl?-^ h 
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tfFIcte, xvKh*'>V (Farrarfc<£tKorwin, Ann. N. Y. Acad. Sci. , 196 

^cD^##£L&v^c2^fffl®c7)xy F h*J/yJfctiiv F Y*Z/y\z £ 
O^SSftS^rVx— fcgP#Wfcffifl'£*l , TV5 (Nolan, Gastroenterol 
ogy, 1975, 69:1346-1356 ; Nolan, Hepatol ogy , 1989, 10:887-891) □ «® 

jgOfc&lC&^MtfHi^ftS (EngelhardtS, Cancer Research , 1991, 51 :25 
24-2530) o ffFffi|{i. ^iM^i>3>y^^«^^^W»^-r^I§§'&Tfe§il 
fctfSK&SftTl^SCKang^ T. Histochem. Cvtochem ., 1988 36:665-678) 0 £ 

fff«^«^«©M^»b, S^TI»8ifF££3l U#3 (Wa 
ng£, Arch. Surg. , 1991, 126:219-224) 0 

F, T^f-y^^VDSfett^^Mf^v) it. il»xy KF^ygfc 
l^U D P VfcBFOf U * KfcfflC&fcS Chick 9, 

^ * f -9- ^ y k £ o mmtEM^it^m^it. # 7 * f -9- s y\ztm& nfc * 

fc, ^^F^^VO^OiSM^/immo^U^^M^^J;^, #5*F 
£|l!)§-t£ (Galanos£, PNAS , 1979, 76:5939-5943) » 
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mux.. mmvutmrnT c d D?Efifc^3L;rc^*£fctt3xy f 

fyiiStoffili, >i7U^>OJS#k:J;DgP^WK|Hl«*nfc(Rosenthaie>, Toxico 
logy , 1989 56: 239-25 Do 

^TclEn^t'^ZltUm^^^^ ttfim^Ztl (Mark ley?), J. Traum 
a 1970, 10:598-607), t%t>%V V ^'Vtixy F h^Xcft-f 3jE^£ D £> 

^U^X ^f-v^X *5«fctf*n?-;/i£ifi (orotate) Jff^ii&J:^^ 

fc 0 Shafer33<fctflsselbacher ( Gastroenterology , 1961, 40:782-784) ffF 

§ 0 77 hoffl^c i ?%~*>y hoimm-vmn^rcxuT-yMiz, ittmommim 

fcfefcfcUvon Euler£>, T. Biol. Chem. , 1963, 238:2464-2469) \ M&ft&M 
IckV^Zftttv^yMte, mmtUm, ^dpi^X DDT, ftcfctf 

9 , io- m-i , 2-^y%7 yx?*. yvmmLtc ? v h m m.mmzi&Tz & 

tc (Pates?), Farmakol Toksikol. , 1968, 3i:717-719) 0 iJ^y-^ofyKI 
Z-yuOT-?—* - 77D^fX (Amanita Phalloides) fr£>OJfr#l4tttti 
Vfl<DM&% Mt b ; ^nf->^"f b U ^2*& cfcr/^n^^^AnianitatttB^O 
$^cfa£^W£frofc(Halachevae>, Toxicon, 1988, 26:571-576) 0 tfnf- 

yf&z. iff^Mif e y ;v tf yfom<o%u&&x$foi®&Mfr £ <ouWD#M<ofz.v> 

tCH Mc|ffiWt& i 3-£nTtfc(0' Sullivan, Aust. N. Z. J. Med. , 1973, 3: 

4i7-422) 0 *u3-ymmz, -mm^M'&orc&b, man^tic^mt 

Hata£> (*B#|^4, 027, 017^*5^^4,058,601-^) -)'Ji/*y^7i 
— FfecfcCf^y v'V^x * ?)l 2uyWth\ x * y — ;l/ J8#&©ifii >f 7 ;U n - 
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£ (van Groeningen£> Proceedings of the AACR , 1987, 28:195) „ WHBSM 
fc (van Groeningen5>, Cancer TreatRep. , 1986, 70:745-50) Tzib, 7Vi?y 

#?) »STfe?>o 

i?y£rziti/my*£.v%> v u z/y^5^x}i/^Jy(D7^)mmW(D^it 

93^, 115,929^ fe«fctf903,107^ LTOT^tl^)o 
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mm, mm, &rcitV'(A'X, &zwmwi* nm^tcit^^ ^xoma 
m wmm^^y^hi-isy. &wm£rcitV'()i>x&2W) commix 

hTb^ycD^^MMSfe^^P^cWffl-e^^ : HMiii£©*E:fifc©&SJ§# ( 

, fe5V>«JStfc»flfi©J5lSO{t:¥*S©)IS*i:bT^S^ (immunoconipronii 
se) ®H#) ^OTKM^LTWffl^&So 
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^y^;W^l/ify;l/i6*feti5-^y^U'rV^;l/ify;l/l6K#^ 2, 2' - 

7>bKn-5-xf;WiJ^x fej;0 : 7^^n^ U ^yfL^tk 43^5-^ 
V^HiT^^n^U^yi (^yv > >7>'^n^U^X ^y^l/**^ 
yv ? ;l/7^^n^'J i/y, TXJ^fr-^y^hT^Vv^Wy, txj* 

WO 89/09603*5 .fctfWO 91/16315 (<m&ti*W«B»tf LTgffl^nS) 

*mtt&* y^yy. Wisy. fc^a^Df - hor^vii^mt^ 

-y y * «j; s /c « ^ x> x- ^-(ommmm^^Mm £ 

«Kf±-r 5 fci6© en e ofcUr w £ tf /£ fc « * u y y *x * u y n 

a. MM 

«iffl«7?^^n^ffli§ {7*y)\<mmw] tit. ±> ^tfym^B^zftz 



(15) ft«¥ 1 0-5 0 5 5 7 8 

»ft * tf * d ^ * o & s pfr e sift s n s it^^^t z> t>\ cnzim 
oWn'jy, -tux xw^y> ^xf^x */7&y^ *tt=-y, h 

7X^7^>», ?Vl/*^$L 7;l/#-X U^X tXfv'* 

*w»i§T«ffl*nsffli§ riiu ttt, 2{@~2 2»K^»^w-r?» 
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mmrnxm^n^mm mmmmms tit. mm^m.m^^\^ 
z.t^m^mm^mm'^o mmmm(omit, mm. mm. t^^T.. m 

*mmmx®mft%m% r^r>x-*-j tit, mmmat^yvh^y 
>£fcitMm<D&mm<D& $ m^m.m\wm^^m^^uixt^>. n 
m&rcitft-wsL (Mz.it. ffl^x.^u^7°f-F) cDMtfSttftim *y?w 
m. %rcit#v^??-\ t *MMt% 0 z<D&*>%®n<DMit. rnmmm? (t 

nfK -ry^-o^^y- i (IL-D, <fy?-wf*y-6 (il-6 
) , ^x^y-yvT*^-*-^^*- (PAD , n^nh'jiy 

*mn<D£M%w$. it . tf u i?y*s <fc mo u ^ ^> ? * u*?- fm«*^ 

^U^&Jctfv^:^ 5" fuOUy^fWc^DWtt^^^^FO 
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(4) Hm§^f^>©7^1/Ilft: 



n-r^y, f-ni/y, ^n'JX HFo+^n'JX -tr'JX XW-y, ^ 
c. 3f@~2 2»^H^#-r^^A^y^ 




(20) 10-505578 



o 




RjO OR, 



(6) TOtt5'>f>>'y(D7^i#ft: 




R z O OH, 



CCt'Ru R 2 , Rs Stettin fcfc 1 Oii, 2 j@~ 2 6{@OJ^^^ 
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(8) 7;l/n-;l/S^Lfc^-n^yM##: : 



M?) S»xXf;l/tfe5o f^Wf'J&fc^Ws h'jr-feWJ^Sft 
& h y 7 w^T^y-efeSo 

-^y^M^-i/^y^)WV]/^yj]/Wts s-^yi/M^y^y^jv-i- [ 
^y^>7-t^;l/- l - C (i-tFn*5/-2-ih*'» 

' -7>tFn-5-xf;^U^X 5 -x^;V- 2 — rt^yVV i/y&& 

xf7i/Zuvvi?y<t&to. mcs-^yVjiw^ytvyvvym i^y^ 

fr7-y?uWi/y, ^yiy)Vt^y^y-Jjl7iy^xnry^i/y, 7^/*?->l 
- ^ y i/;V7 is 2 P V V *J V, 7XJ* y VM^y* y *sh7 

-^y i/frt^-y^ y V)]/7 istruw is yfcQIZir £ 1$ en 5 US Stift^ 
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) *Q^t2>tf£ftt>lcmfe2ft^\ WO 89/09603* J: trtO 91/16315 (cn?> 

#3?BJ!<D 1 OOSSfiifijBffifcfe^T, $T^li£SlJffiJ»^ Ig^WfcS^RT^* 

, 5-^>^Vl/:*^>^^;l/- 1 - [ (l-t:FD^-2-xh^Uf 
)V\ /WEyjl/fo s-^yi/hirZ-i/^yyfrT^b- 1 - C (l-kKn 

* p M;H£ \y ;l^£^"a-T 5 5 - ^ V &))/> W if y * ti 5 - ^ y 

i/v^y^^y^mmmit, 2, 2' & 

£tf7^n^y ^Ml^^ ftfcs-^^WtftT^PtfU^y^ 

jl-^yi/frTy^uWisys 7 5/^ y 9 y^y i?A> Ti/tu 
y ^ y v>Vl/7 v' * n # U 5 A* C n 5 fclESS tl* 

*@$#fFii5 ,o77,28o^fe«ktfwo 91/1 
6315 (<Lftibte*wmwwcP%£LTmm-$ri2>) i&rc&mvcto 



(23) 10-505578 
-D(Dl^T(Dit^^^-t^ : xy F F4^>X T N F gfcli I L - 1 fc^T 

s^sfcafao^^^s ; (x> f h+^yfcHg^t^Sfk-rs^^^Jffl 
icis^tfc^u 5^>vb ; i l - i sfcttTN f ut-fz-comvmm ; m£ 

□;i/fnxfp^F ; ; atp ;-r/^y, TfV^x Sfcti^o 

ffl <r § ies&±o Jgifiis-fc fc tc *> t c h of&in? S o 

jLyh*b*yy, i&nftfe&toiWMi, sfcii^o^r-rx- 
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SIRS, f&iMStecfctmjfa^g y » 

t$ac^n^«^^-Ti.^#tt^ttJS^MS¥ (SIRS) &c£3,ffl$£ 

3fci6) |4^vhU>y^X^^bfc^U^^^yB ; I L-ltfc 

; p^rn h y xy*S»K ; 7;i/*-y*fe{i^^-^-> ; 3;i/fnxfo 
^ H ; y^n-x ; atp ; -iv^y ; *M9V AMPS/it^or^vi 
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Wr^fX-^ -<Dft»f Hfili K&tft'f&Sfc iSfeOW (Cerra £ . Mo 1 ecu 
lar Cellular and Mechanisms of Septic Shock 265-277. Alan R.Liss. 19 

89) 0 fcim-mgs^te. ^^"fJi&sso^ois^jESoioTfeSo ^ 
j(^fi!©M&iigjiiH\ mmmBs ftfcwn&fflgftifn.mm (dio ^ 

<OCt) o 

H/H E J #c©V -)X(D7^D7 7-'^lfi?WtxV K h t IfjS^tt 
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(TNF) ) tcMLtaifttt^^ L P S<Dn&&lE1%'?tU7T-i?<D& 
fitted X>Qm?% 0 T N Fti-JRfcxy F h^^v^ttOiSft^f-rx-^- 

t?S5fc#^e>nT^s*^ -ry^-n-r^y- 1 (i l-d ^oisti 

7iny-7;b7r ©ftffl fflHtfftB ^ L T 7 j j\,xmn*mmt 3 c 
f5„ CHTTNF, 43 .fctfllfflSOx;/ Kb O*iH1£TNF0jRtfJ 
fcffi-f) S3., ffi0te«o;te&teiI#fciS#SttTf?;fco te;Seffitt«14 (Bft* 
ffljfr&RBSL-cvs) tcon^mt^^&m-^ hft^xot^xiz, TNF 

JgS^^^MftA^cfc 9xy F F^^y^S#-T§B#{c«. JfFSttfc: J; D£# 
TftSlV F h+S'>0ffl*W&JI®£*l5 (Engelhardt R5n Cancer. Res. , 199 
1 51:2524-30) 0 ^8fMTi3\ x>F Y^yyfr%<DWrW<DUWkfc& } 0^ fnM 
mUhmtttttzrcibK:. BSHV Kh*'»S4WTa5S. xy F F 

^>y&i;fc, ft^M^tt&WTSo lot, #^£>{fc£«, xyFF* 
S/y N xyF>*$/ygHH#£fc«g§£# (.mz-ii, Ufc?yKA, UlfyKX, 
ty>t^ * D ;l/ U t? >y F A & if) S fc* * o * rV x- £ -^ffl^^^f 

^l^btl^ (Kimura£, Cancer Chemother. Pharmacol. „ 1987, 20:223-22 

9) o ^mm^)\y^y^fc^uy^i-y(o^vrj:mm^rcitMM^(Dikm^m 
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mk&£rcim<Dmmtefu^®ffltLTmmKffiQ'£ftz cseij 

el id. Scand. J. Immunol. , 1989. 29:181-92 ; Bowers?), J. Surg. Res. , 198 
9:47:183-8) 0 #L> i/y-tfV %/**Jy<0& *> & 2*IIR N A fctfc, ^£ 

* so? m ic & <o mm* & £ „ 

^y$-us(*y-2 (I L — 2) a^ojffio^KRI^Wfc^ffl^ns 

»^iJi:LT»W=S:?Stt^W-r^o I L- 2 fcuSgLTOHTSftMu ffiteSS© 
fc&lci L-20^*fflfi*J9:#5nTV^€#fcfil«:C £VIZ%^ (Viens£ 
, J. Immunother. , 1992 11:218-24) 0 V^XMDny^t^'JyACg^ 
^Diffg^n^SB^W^O^a^xVve^, BTHMfl^rtStt I L-20 
j££0±#£&gLT^SCfctf&££ftT^S(Tiegs£K T. Clin. Invest. 
, 1992 90:196-203) ; M MM 1 0 XUWZ ft% & ? *5m<D<t&VB, 

its®, mjffla. lo&mmz, ih-zh-m^^n^m^wm^f 

<D{t&tk *3<fcTOSc«u I L-6, ^5t>tiTNFW5iSIIf 

&3(Van Bladel£, Cytokine , 1991 3:i49-54) 0 

u u 7— tf sssij t officii, ytf *r8(re 
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D, cnST-^TO^^WS^nT^fc (Kimura£>, Cancer. Chemother. P 
harmacol. , 1987;20:223-9) 0 XV K h*VV(^U>lnM^JI£^LT^£ 
(Engelhardt R£>, Cancer. Res. , 1991 51 : 2524-30) 0 

Sfcttx>Kh+-»oi?{t:*lfl^"rs^<oJIH 3'J 

+w maM^^ifE^^o^a^Ptti^^op^MM^t^-rs) 

xyKh^^ytcd;!5Sie^nfep<T-fX-^-fc«fc»3gp^WK^$nS (No 
lan, Gastroenterology , 1975 69:1346-1356 ; Nolan, Hepatology , 1989 10:887 
-91) o ffi©^*©^^*Ofe«)txvKh^>VOSc0W«:ai***nS 

JJT#tt©fci&iS#gtffflffi£tt3 (Engelhardt?), Cancer Research , 
1991 5i:2524-2530) o 

xv K h^vy^«fcmtiio^M»fc<t^T^x-^-^j; otrnzftz 
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a. ly^mmm 

i/yt77>Wyt<D&&*k"e7V hfcflWf SCfcfc&^S (Kilpatrick^ 
, Metabolism , 1989, 38:73-7) 0 

b. 7)ix-)immmm 

xy F F*^>fcTNFfcti\ 7;bn-;l/^\(DW^H3i"r^ra©P^^^W 
£ 0 (Nolan JP, Hepatoloev 1989 10 : 887-91 ; Arai M, Nakano S, Okuno F, £ 
, Hepatoloev 1989 ; 9 : 846-851 ; McClain CJ 3o<£tfCohen DA, Hepatoloev 19 
89 ; 9 : 349-351)o 

c. mm®. 

MAderka£> Med Hypotheses , 1988 27:i93-6) 0 
D. tf^l/Xfflfflfc 

) ^^^xo^iS-^^cfcD^l^iac^n^fFSSMflAW-r^CGutP), l 



(30) 
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. Infect. Disease. , 1984, 149:621) 0 Bft<D&Ofr<Dt&£lCit s T'jy« 
tzlt v * n 7 7 - y cfc 9 8b>£ ns, ffFK© 

y<D«to'S:"9-^h*1'y*3KtH1"S(AndoS. I. Exp. Med. 178: 1541-1554, 19 

93)0 nmmi o&zxfi 2m xm&ik&ya, ts&zfj5&(Dm& 

E. t§£4i» 



§ (Clarke, Am. J. Pathol , 1987, 129:192-9) 0 

f. ±imn%mx(DBmmm 

r^mmx-ifmx^ ; st#©ffFi»fSip©^i:fe*fcTPNorajcjecSo Pappo 

g>( J. Surg. Res. , 1991, 51 : 106-12) te, flirt ^ AlgffiNBSOjSSJtiJIfc:* 

*-rsxyKh4=-»(LPs)*^ TPN-maiffWfliflftsoMH-e^ t) , Lfr&#u 
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f h+^y$^«THFt j;D-ap^*nsc t^-rfetofctats:^ i^t 

fct) l~40^A£>fEH Gffitl B£fc9 2~20?^AcDiBH) T?&So 
G. 

Bm<ottm<DM&i)\ ^yvh*i/ynmcRi£?^<D$)]mzMt&LT^%> era 

kig>, Eur. Surg. Res. , 1985, 17:140-9) 0 

h. mmmwffi 

F b^^y43<};tf^7 :1 Vx-^-cDW«^»^#^ti:ii^"eS^ (Shiraie>, 
Acta Pathol. Jpn. , 1987, 37:1127-1134) 0 
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i . mmtw& 

i&mmLUZo JftS^ST^flD^HfcttxyKh^yjb^^oTl^ (Lomant 
o5>, Anesth. Analg. , 1972, 51:264-270) lllot, *#§B^£D{b'& i }^ti:^ JfF& 

j. nmwmft 

mmm^rcimmmmm^xmmm^ ^m^m^o^y f f* 

^ytfg|TS§ (Shibayama Y, 1989, J. Pathol. 159:335-9) 0 
&L3J^H£LTM#1-MYokoyania£>, 1989, Transplant Proc. 21 : 3833-41) 
T, »F fc 3»(5%)^Vl/n-X^x.P)n^o #fP,fl£>{fc-£tJ, ftKVVify 

trcizy^isytt, %mfoit. i~io%y;vn-xo7j<^^c^7a2n£o a? 



(33) #^¥1 0-50 5 5 7 8 

F^- om^^/c, #f§0J^t:im ^f'J£&, ^u^y> s/^^s *p 

; ±^<Dmwm(o^mm^ #fP££>{tim lam fc^ras^^ 

o ^7i») ©try * f- FffiiBtttf. Wf>J£& i fr£$J 4ffl&c^|ij 
mmm2, 4-6, $s&xf9imwi£tiz&o^ ^mmit-smiz, x>f 

y*Xfr*i-— if (CPK) l^HCcfcoT^n^MD, MWOffl^ (ffl 

mm^ib(DJL^ y-jicomm, mm^-^T^. Fny-*— tf©u"w 



(34) 0-50 5 57 8 

^HSfiU TOM, 1 B&tzQ 0.5-40^ W^Jt«l 

msit. unv. isiirtfc, J8rtts#*ns*\ £fc«prt®«®8i 

(buccal pouch) ^51 bT^tH^n, ^ bT?g$0^1rea*K ^Pftfcfcte^ 
^50-90^— fe V hOgtt^ft*, KJKSiJi:«te$*bf#So 



(35) 10-505578 

Sfcttfaoj^Kfkti^fciii/^ < ^ /kui^ltj^m*^ semens) 
mn^mmwrmm^n, ^<assjn, i~4o?^a, 2-20 



(36) 10-505578 

m<DfclbK. ^gJCfSCT, 7y\£7dL^ #U tfx^kfn U K>\ # 

m&mmm. mm. zrcirmmmxmmznzo m?x, mn®m<Dfttb<om 
mmmmt. mmt& ! M*m#imMt$t>i£x. >&mzmvx, n^nzus 
««u %Lxmft(om&fa*ijaxu mm.v&n&, mw^mmm^ma 

ush-fit capsule), ££tRf^y ^U-feo-;USfc«V;l/ 
tf }—;!✓)£ frp>fF 6ft fcV 7 hfc!Bi*£ftfc#7*-te;l'(soft-sealed capsule)?: 



(37) #^¥1 0-50 5 5 7 8 

Qftzmiztto m®%mmMiz. mm. jzmnrcit&i&hvfvtv f 
T*a&So mm, mwhvvv^v v. ^uxfi/y^^^K 

)5&-&tp 0 jkimmimmi*, &gfcfSi;T\ mm, tuw^y^^-^^u 

o 

Viz * ws^frKfr-R 5 F (DCC) V&ottVfVy ?&MT\ V V ^ V 
;l/x— r;l/Sfe«t-B0CS)T^ny^$n5o mm, %Wtlt, t-V^fri?** 



(38) 1 0-5 0 5 5 7 8 

^mm^(^(i)^fk^f-U>^(ii)^^7-b h75 F£fc&v^;l/ 

^7 5 y 43 j; vf u ^ ^ v ? ^ u^- k $ re « * o nmt^(D7 ;i f 

U ^ v S fi if U ^ y + ^ * A 7 ^ F <D £ ? "£\ f&zk^ftTT 

% ? * u^- >> k # ;l/ * n p — h £JS3 c i: «fc 9 fflSK 

mmm 

coi iogjraa^a Ltc wxv&mictt'? %&)$k*mfet % c t v^rc 



(39) W*¥ 10-505578 

18EOi«Balb/cV>>X ( 8 6 E£>Kj»§¥K:#fiJ t tc ±T<D~?V 

E.Coli(lfa?f§y011i:B4)<D7-tr h>^*^#Lfc 0 1 E.Coli 
2 m3mzMi&\H&mc& K> ? U ^(O.Zml^a&EzkfK 2000mg/kg) 

: 1 On — >^/2.5%Tween80^Wr^7j<tDlf 6000mg/kg) b 

fco 1 jIP^x^-Lfco 

A. n = 6s E.Coli(n> hP-;l/) 

B. n = 6, E.Coli(n>hn-;l/)+Urd i.p. 

C. n = 6. E.Coli(n>hP-;l/)+TAU p.o. 

mm: 

5&(D~?V7,\C, lOOV-i'^py^AOSalmonella Typhimuriumxy K h^Fi^y 



(40) 10-505578 
2m3mK, 5m<DWZlC*tl?H0, 500, 1000, 2000*3 «fc tf4000i g/kg i. 
p . £>ffltt(£a#&7j<0 .2ml t> V Lfco i > F F V*S-¥018 

££Ufc 0 ALT, AST, ^^tfSDHiiraafiWSW^T^D ; CPK«S5fcte*f 

TyxK&tfzm^zhft'y v vy(omw>t. 2ooomg/kgT-&ofco 





ALT 


AST 


LDH 


CPK 


SDH 


OT(LPStt U) 


1981124 


137 ±26 


708 ±177 


906 + 211 


49±2 


=7> hn-;KLPS) 


3768±482 


4176±459 


8406±850 


11 628 ±2398 


1170 ±157 


-J> 500 


2568+678 


3090 ±871 


5988 ±1225 


8832±1089 


834 ±192 


•>'J v?> 1000 


1338±401* 


1206±314* 


3101 ±860* 


4431 ±1529* 


404 ±95* 


2000 


605±236* 


620 + 174* 


1990 ±642* 


4531±2139* 


125±45* 


£U v?> 4000 


1120 ±970* 


744 ±457* 


3441 ±2378* 


8680 ±6746* 


135 ±75* 



*=3y ha-/KLPS i.p. )tm&*)> P<0. 02 



LDH=JLR-rt Fpy^— 
CPK=^ 1/7?" 

SDH=v;H£ H^fk KaY+~ 
SMM3_1^P h U T-tf-frV U ^VM:8tfEffl*<E>Saliionella Typhimuriumxy 

b^ij i>~yyn F^ v ^( F V 7-fef-rt"^ V i?y ; TAU) , a5Effl»©H Si L 
^Salmonella Typhimuriumx;/ F h+^V(LPS)ti!lIt/c 



(41) flf£¥l 0-5 0 5 5 7 8 

Jim-. 

202£C»llittBalb/CV'i7X(8M^)^^ &1 OIE©tM&0 2a¥K#fJL;fco £T 
©V^XtC, lOOT-T^n^AcDSalnionella Typhirauriuraxy F h^zsy^M 

mfo&mc&'o^ o.2i»io4iti7j<«if:o l^cov^xicti, mam^ 

mc&t) h'JT-bWU^d : 1 M-y?fi/2.5%Tween 80£^fT57k 
<0\£\L^)]/^ 6000mg/kg)££#Lfc o 1 SaHt-^-Lfco 

MS : 

4 : mn F U U ^vaxv F F4^>Mc c };D§lti£a;i£n3ll 

«tefl"fSIBf**3l#ie<:"to xyFF*^Mc£3liMfi 

ilttBalb/CV^X(8Mip)^5^»J»mi:^fiJtfCo 1 IB 

(D~?t>X\C, lOOV^n^AcDSalmonella Typhimuriumxy F F^v'^i.p 

. S*ttc J; 9 . 2nl ©£ffl££7fa?JS# Lfcio 3 S¥Ox y F F + 

XtCti, xyHh^>y©2W^ 2000, 4000, fc«fctf6000iig/kg©fliS"e 

, mnM'gmc&t). gfto.toi-eTAUfc&^bfco tau«, 7j<^<D l %;?7;^#3 : - 
^f-;l/-fc:;^^--7s<7xra?$£ LT^^n/c 0 S0©S(3>hn-;I/)li:tt, 



(42) #^¥1 0-50 5 5 7 8 

mm- 



^2 : TAutii> k h*->>si*tt&«a«*«P**a 





ALT 


AST 


LDH 


SDH 


£«(LPStt L) 


130±46 


148 ±32 


563 ±132 


41±5 


ny ha-;KLPS) 


3679±703 


4798 ±927 


6998 ±1064 


1128±174 


TAU 2000 


2632+915 


3151 ±1085 


5419±1561 


793±294 


TAU 4000 


1463±382* 


1940+456* 


3878 ±672* 


345+106* 


TAU 6000 


365±91* 


403±61* 


1221 + 181* 


104±18* 



* = 3> ha-;KLPS i.p. + tft*;U p.o.)£g**>, P<0.02 
LDH=?L?tf*t Koy+— 



cpk=? uri-y****!— & 

SDH=y;l/t: >— ;l/ft Kny+— ■£ 
3(Franks5>, Infection and Immunity , 59: 2609-2614 [1991] )o ^IfcOaWti 



(43) 0-5 0 5 5 7 8 

m^-Lfz ; cne©P09^©3Sfttix 18#Rfl&, 2*7-r^n^vAOSalmon 
el la Typhimuriuixy FF^v^^ 3;fci.p.ai^C<£ DS«0.2mlO£S#J& 
7KTS# L fee *7y-->fcxVFh^> y©ffi#££# Lrcffi(D5%(D2%t 
lCl±VVVV(.0.2ml£mWfok*Ps 2000rag/kg i.p.)fcS#Lfe ; 1 TO, i> 

f 3 om, * v i/yvmwzn, % lt» i miz, iy k 

h + '»S#®24, 6, $S&Xf2#®mc 3®<DVV&ytiimW*. 2000mg/k 

*7y--vtfiffliox>'K F^^C 2 ng) iflirffb^^ 
&£>i vf nfr"?© ^ u i^vtc .j; s float * 9 , # ? y— x v-xy f f yffl 



(44) 10-505578 





ALT 


AST 


LDH 


CPK 


SDH 




223±77 


141+35 


700 ±145 


747±278 


33±1 


n> hn-;KLPS) 


1937+235 


2072 ±149 


7360 ±354 


11612±1513 


107±17 




817±202* 


989 ±139* 


4385 ±454* 


5485 ±1638* 


80±12* 


(&M) 


770±141* 


891±79* 


4416 ±283* 


5033 ±565* 


117±9* 



* = a> Yv-iVtmh*)^ P<0.05 
ALT=T v — >7 ^ n7>X7i7-i^ 
AST=TX/N°7^>iK7i J h7>77x5-f 

CPK=? l/7f->*X**+— 
SDH=v;Ut"l — ;l/ft Kay+— If 

Ht§^ffi^05i^^ ; eT f ;V-e$.§i:#^P»nTV^ (rfUX (Goris) 

(1986) Arch. Surg. 121 : 897-901 (Steinberg) (1989 

) Arch. Surg. 124:1390-1395) 0 ^^y(Dm'hWtm~?<Dttt:m$. -M 

h)5, (1992) J. Trauma 32:i41-147) 0 

^XOBalb/CV^T, (8MSS) £&5E©I)«$: 

1 . f-^e+ry 1 5mg 

2. 5mg + "7'J^ 

3. my2 0mg 



(45) 1 0-50 5 5 7 8 

4. 2 Omg + ^D^y 

5. asi 

fWA^50mg/m 1 ©M«»»K«LT, DgMaDS 
4b/c 0 ^t«#®2Wl:, #y>?y(2000mg/kg) 
1*1 ai^C £ D f*^ 0 . 2ml 1 fc 0 

A. 4 8 i%Pigf&0£# : 

1 5mg/k g 0/5 

1 5mg/k g+VVity 5/5 

Wy20mg/kg 0/5 

mv2 0mg/kg+'?'J^V 3/5 

B. 1 4BI^# (^M) 
m>l 5mg/k g 0/5 

Smg/kg + ^'J^ 4/5 

£4 : * y v^Xif-^^^a^iiSl^il^Mil^^S 



(46) If a¥ 10-505578 





ALT 


AST 


LDH 


CPK 


SDH 


m 


50 ±22 


93*41 


899 ±198 


532 ±731 


52 ±25 




397+140 


392=97 


1974 ±392 


2107 ±1172 


81 ± 15 




120=126 


273±131 


1419±244 


754 ±370 


58 ±22 



A LT = 75->7 i J h5>X7i7-*' 
AST = 7X^7^>i7;y h?>X7i7- tr 
LDH = ?Ue-rh KnyT— If 
CPK = ? U>7f- If 
S D H = 7 )\/ b* h - t K a ^V— -tf 

Hi§gffi]7 : iy f ^yyM^xo£#^;:&i£-t^ y ^yflr^-y© 

1^3 (U^y (Leon) I. Parenteral and Enteral Nutrituion , 199K 15:5 
03-508) o ^U^>£>#J7J£, $«-(E^S¥TOJffM££& 

ftg 2 5 V 5 AO^ XOBalb/CT ? X 5 £ fcl± 6 £££>®J» 5 ^H^iJ 
b/to $&*)(D5%$(D'?y7>\C, 1 2 5T^^n^^AOSalnionella Typhiniuriura 
(OX.y FhZ-i/y (LPS) £{#i|*0. 2 m 1 (D&m&^?ffl&lH&MK:& 0 

1 ) £J1£&* (u y hn-;W 

2) <^l> *Jy 2 0 0 Omg/k g 

3) 7/V^->2 5mg/k g 

4) T^-y 2 5 Omg/k g 

5) 7;l/#-y 1 2 5 Omg/k g 



(47) ftSPFl 0-5 0 5 5 7 8 

#7>>XO»« 16, 2 0, *5<fctf 2 4M^fflJ£Lfc 0 

L P S©1 6B#H1& 3>hn-;l/|&^Tli 1 |ffi©#tf£#LTVfc ; *f,TO 

0 Lfr IX / F h**>y<D®$fr 6 2 4 B#RB&f: «U * U v^SaS LfcP 

£#»*£C&fro7c) U ^LT«M« (25mg/kg) *^«fflS ( 

1 2 50mg/kg) J^feWafTPfcofco x> F h^/ /^gl]»£#$£ 

tlc&i^T, ^yU:7;V^xy£D tiSKWfe^feo 
M 5 : L P S Ift4fc©£##i;::fctf * * 'J v> y%7)V¥- ><D%1% 





» 




LPSMH (OT) 
16 2 0 2 4 


1. 




-)V 


1/6 


0/6 0/6 


2. 


•> 'J i? > 




5/5 


5/5 5/5 


3. 


Arg 


2 5 


5/5 


3/5 0/5 


4. 


Arg 


2 5 0 


4/5 


2/5 0/5 


5. 


Arg 


12 5 0 


4/6 


1/6 0/6 



: a-pf-VEgaSalmonella Typhi murium OX/ F F+v'/T^BLfcT 

gift: 

L/c Salmonella TyphimuriumOxy F F*/yTMLfcV^X©£#^C&}£ 

2 OEEO^XcDBalb/CV^X (8jI£p) 1 0 lEOSIM&O 2f¥K#SiJLfc 
o 13¥<DV^X&, *uf-yWtVi?W4®!8}mLTc (2 00mg/kg/M 



(48) «F*¥1 0-5 0 5 5 7 8 

lmonella Typhiiuriui©x> K (LPS) «rt}i*ftaDO. 2m 

ziy ho-^O^TOv^xAM 8^MJWrtU:5E/ufco tuf-yMV *JW 

Hflffl (LPSgQIfrBl) 24 26 28 32 48 72 

n>hD-^ 6/10 4/10 3/10 2/10 0/10 0/10 

LOR lO/lO lO/lO IP/10 IQ/IO 9/10 9/10 

urn- 

^XOBalb/C^X (8«) ^^(DWm^^m^nLtco 1S¥<D®1 

(DZ&WVTsfo* 1 0 0 V^^ny^AOSalraonella Typhimuriuni<D.x;y F F 
(LPS) £ «fc !) ttflt 0 . 2ml ©^a^gzkT*IS# b fc„ 

xyFF*:>ylx#©2«M^ iafO*7*>Xte, 1 0 Omg/k gOSSAN" 

o 



(49) 10-505578 

ALT AST LDH CPK SDH 

(LPSteU) 132 + 14 165+21 68U552 1258+233 42 ± 1 

ay hn-MLPS) 2827+413 2860±506 6833+1167 6820±3G5 680±142 

*pfr>affiHPS 252±99* 415:t77* 1641±274* 1040±283* 89 + 7* 

* = n>hp-;U CLPSJB»rtJ!l!4) tm<fol>, P<0. 0 2 
ALT=T5->T5/ h7>X7x7-y 
AST = 7X^7f>f7;/ h?^7x7-^ 
LDH=?LiftKD7->-t' 
CPK = ?l/Tf- 

S D H = 7 ;H£ h -;i/-r h K n y if 
IliiOi.^ y ^ y * «fc XSY V 7 -tr ^ *j U y « n y # •+•/ s >J y A lc X K> 5 1 

jy$-ny(*y-2 (IL-2) it, SiOfioMtcffiWtfffl^nt 

v^o 1 l-2 tis^-r^ffFStt^ mfemorcibte 1 L-2<DW^mm^u^ 

ZftT^ZB%lC&ffirj:&(D-?l l &%;\s\ (^V — yX (Viens) 5, J. Immunol: he 
r\ % 1992 11:218-24). V^X^Ony^^-^UyA (ConA) Di§#§ 

teB&ffiLTl/>5Cfctf?fi§£tt'TVS (fY-^X (T i e g s) 5>> J. Clin. 
Invest. , 1992 90:196-203) „ *flf2c<D@Gty + , ConA©©#t<: «fc D PJi&fSffF 

(D3m<DWXiC&. 1 0mg/kgO3V*t^'JVA*iil (111) SI* 



(50) Ita^P 10-505578 

fc:«fc9fiMSO. 2m 1 (D^M-M^-V^LtCo ConAS#0 2^fKMU:, Ctlft 
©1*9© lf*©"^*^ tfiJ^V (0. 2 m 1 ©^JldftzfotU 2 00 0mg/ 
kg/«Jg|*3&#) £K#U g"J©imchU7-tr^;b^U^V (2. 5%©'M 
^8 0*^Wf5 0. 6ml©l : 1 n-y^/^kWK 6 00 0mg/&P 
) £&#Lfc ; S!)©ConAB!©ae (3Vbn-;W ConA© 2B#«tc«|*| 
<fc 9 0. 2ml ©£ffi&i&7j<£}S^ tfco ConA©£#© 2 0 

mm $ /c ttf^ii*«^^oa^ ©«©« i^;i/©«©fc . it®^^ 

IS* : 

iiALT, AST, *5<};tfS DH©lftuf U^;Hc £ 9§¥ffi£n3<£ 5 ^ Co 
3g-p^S^l/7f"^*X**^— -tf (CK) Ol/^^IilC«±#?-t^^o 

tConA^t^^fFHSfl^ffiT^^fCo 





ALT 


AST 


LDH 


C PK 


SDH 


4Sfl! (ConAttL) 


144±18 


217 ±27 


790±90 


2392 ±370 


51-2 


ConA 


2652 ±847 


2765 ±1030 


4335±1385 


2572=486 


1114 = 318 


ConA+£ 


289 + 115 


394±114* 


973±202* 


1996±317 


163+68* 


ConA+TAU 


575±286* 


613±221 


1380 ±270 


1851 ±435 


283 ±143* 


* = a V h 


-jv (LPSjHfirtta:-^) 


p < 0. 0 2 




ALT=75- 




—if 






AST = 7X' 











LDH=?lS?fk Kay*— 

S D H = V ;U t" h - ;U-r t Fa y ^— If 

L/cConA^xVl/^+ott^fffilMfiti, I L - 2 U^l/Oi^ti 



(51) ®m 1 0-5 0 5 5 7 8 

mm^m^mm (d i o its skmmmtmmmmmvMfitfftvtitznT 
(DmmtLxmLtco 

3 0E<Dp<XBalb/CV^X (8«) 1 OIE0l&%0 3 8¥li:#9JL;fco 

StSftttKffifflLft. 2^(DV^XtC3 Omg/k gOJEA/EE.coli (®**0 
l l l : B4) *S^bfc ;E.coliS#©2i^Ht9^ l^ctilMlfia 
D^Uv^ (2 0 0 Omg/k g) ^S#Lfc c E.coli&#©2 OftlSfe^ SB 
^hnyt^Xf^FI (PTT) ©aij^o/fcfete, 3 0EiTO^X*^ 
M^^46fco mWfcW. (retro-orbital plexus) pH4<O0. 0 3 

ml 03. 5%*xyg^hU £A£^tf3f-a-7fc:0. 2 7ml<0«£ 

US*: 



(52) ®m 10-5 0 5 5 7 8 

h 

m PTT (80 

(iES) 32.3±1.3 
Lcoli 69.8 + 5.4 

E. coli + fr 'J >Jy 51.2±2.1* 

* = rr> ha-Jl (E.coli#S6) i3S*<**> P<0- 0 5 

III i 2 : TflW&fc.fclfxy F h^Mc^i^ffliM 
xyFh^i/y(i Mft£8k a'Jv^ x*/-;k tfcteJEfrgTO 

$zmM 1 2 A : 3 -*v U y A fc*x y K b * >Iifgttffl^»fI^^f fr 5 

8»©^XBalb/CV^X<D§¥ (n = 6) nyAt/VjyA (2. 5m 
g/kgif>Ml*l) > iVFhW (Salmonella Typhimurium, 0. 5mg/k 
g) , $fc«ConAl:xyKh + '»©ffl^*S#bfCo ConM+xy F 
(DZ 4^ffflfIfcS#Lfco i^KhW (S/ttixy Kb t*V> 

^7j<) Zn^-Lfco 



(53) 1 0-50 5 57 8 





ALT 


AST 


LDH 


CPK 


SDH 


MM 


87 ±15 


110±9 


656±41 


413±87 


39±2 


ConA 2. 5ng/kg 


117 ±19 


170±16 


915±46 


419±132 


42±4 


LPS D.Sng/kg 


119±23 


256±22 


881±lfl 


426 .+.82 


41 = 3 



ConA f LPS U30+.494 2119±910 4370±1303 1525±450 471=267 

ALT=75->7; / |^7>X7i7- tf 
LDH=?Lift Kpy7 u — 

L/cffl»CDxy F b^>y £fcteConA#&-e&, i&m^u^ 
(ALT, AST, LDH, *5j;tf S D H(+TOM©V-^-^fe D ; CPK 

izffifammvmmv&z) ic&QMfeztiz&SK, ^mtmn^^tcmm 
mmmiMic^m^m^Lx^^t^^^ri^ c-r-r-^ (ti egs) e, 

.1. Clin. Invest. 90:196-203, 1992) „ tJ£oT«:ne>0!|gStt, Mft^lt, 

3>WJ>A (ConA) ©SIIIRrtS^t^tJffi^^nSiajlWflT^i, w 

F h*isy(Dm^<D&%&*-kZ<tg-2i£2>o ConAfcitfx;/ F F^»<D 



(54) #3HM 0-5 0 5 5 7 8 

D©2S¥©vj7Xl;:, 2mg/k g03y*t^'J >A^HMrt (JIM) £*t 
£<fc9f#|g0. 2ml 0^a^7jc"PJ9:#UT, i^T2 4 8»£k: Salmonella 
TyphimuriuinOxy FF4^>y (1 07-f^n^7AlW £&#Lfco Cfl 
P>Ort©lfflPttt, TAU (6 0 00mg/kg) £&nS#fc:<fc t> 0. 6ml 
oo. 5%^f-;Hr;l/n-XT\ ConA0 2B#^Mi:Mxy F h**»0 2i$H 
f^c^LT ; ^D£>ConA/x> Kh+^^ftLSP (nyho-;V) fctt, ^k: 

IS*: 

ConAtxy F h*'»©51^S#«, ft^Ji®^«fc DffHffi^n 



(55) ftST 1 0-50 5 5 7 8 



ALT AST LDH CPK SDH 

SB 118 + 33 162 + 14 522+80 1521+235 56+3 

ConA/LPS 2295 ±309 3408 ±389 5696 ±560 4684 ±1569 700 ±69 

ConA/LPS+TAU 285+67* 451+87* 1341+236* 2098+465* 122+19* 

* = 3>hp-;b aPSJKBMilM?) t<DB. P<0. 02 
ALT = 75->7; J h7>X7x7-t' 
AST = 7XA°7^>i7;y h5>X7x5-tf 
LDH =?U?f : k Kd fe* 
C P K = ^ l/Tf- 

£ <fc 9 iflfifl £ ft 5 o 

b D U ^ V (TAU) T*$MLfco 

W22gOfi^OlllgOBalb/CV^X^24«|fe^-&/£o 9 E5£T?tf XlC. ^ 
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